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v&w<o%m mmmmnn u^^n-t Msmnymte 

< H h >f>07 5 /«E?!J3*ip#3-2 4 6 -3 7 2 O^Ijt£'g-tr 
tf 2 4 6-3 7 2 0flWfct«f*WC|t^&li h^i'n-t^ifrWO 
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[ff^4] tMf^>^>or^ym@5^joT^yma*l : -t2 4 6- 
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^HHft^ttSrtojLflE^SJLTv^ti:, 2) *«fcWR#**£fc, 3) 
<b *tft v» c b , %¥(0 jms£4*$ o fee 
[0 0 0 3] 

KohlertMi lstei n J: oTP^H$ sfcfc/W 7 V K-v&Ki* 

5e b b *> fc, -Uo^mmmBM i> «b ftfc o 
[0 0 0 4] 

(Human Anti-Mouse Antibody response! 
[0 0 0 5] 

to «t ^ JMKjfcT^ *»9!#?>tt^ #<Zr¥ 1 -5 9 8 7 #3r¥7 
-12 12 2 #<2r¥7- 1 1 9 2 4 #tt£2 5 9 9 2 5 8 

^&«U 2 5 0 9 1 9 1 ^#$L 8-2 9 0 7 8-£&$U #<2r¥ 7 
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[0 0 0 6] 

[fPJ3»& L <£ 9 *4HWg] 
#f§9§<a±fc*i&MU *«Jftfc||f'frt&^lfcOfc h^/^n-^JMM)* 

[0 0 0 7] 

fit-, *»W#f>»i> ±IBOjn§|$Mt^t^<> JrF©J:?*flf3fe*fT 
[0 0 0 8] 

b-fc h-M^V K--r«l|]g*|tCLNH 1 1 Z®£LtZo fU, CLNH1 

CLN-I gG*«Blfc1-*SLSt*4«IJB#»S 
SKCO— tt-C^it Mf^ y<1-VXlbZ>Z.t*WbfrK Lit (Hagiwara 
et al. Human Antibodies 1 0, 7 7 -8 2 (2 0 
01)).ift, £ h ^>^>0#aWfM-*^*U ^-tLWOSfM-tCLN 
- I gG^tt^l^ CLN-I gGtci^TEI^^tL^i/LJHilf h-^ll 

■f-2 8 9-3 6 7frh%&ffl&Kx.\>h-7tiqf&+&ZbW®Wl.t: (#H§2 
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[0 0 10] 

b If y ^f-^Xtt^fc <t^htV >f>©7 5 y flft£$|gl£#f' 2 4 6 ~ 3 

7 2 vvtyrymfttsmm'm&ir&K h^^n-t;^ 

[0 0 11] 

>f->Xli^4< fcfc* htr^>^>^7 5/mie^M*l : -t2 4 6-3 7 2 <9 
<;mm^2 4 6-3 7 2©«*fc4f*»ttt#1--*li h*y*n—?-*ft; 

[0 0 12] 
[0 0 13] 

+W£7 4 5*>M3#jB3*L*S6jr (T 5 y 4 6 6, #^»5 3, 
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6 5 1) f$>&o t: h ^f-^ttNSfeJMhfrfc h e a d> coill (CI) 
, co'i 12 (C2) , tai 1 O 4 oco >f >ffl3£*% U fiiClfei^ 

c 2 mwmffife *%lx^z> 0 

[0 0 14] 

Z(Dn*>s C2 Y 2 4 y > }? n — ^;H5v(fcC L N— I gGta^t 

* £ <b « 0 tz t> H> ® * O C 2 If £ 3 - K * * D N A £ ^MHII^ * 
GST (^l^f-^S h7-^7x5- if) t<*&®s®£ 
LTS&S3-£ffi»Lfc&> 3.7*9 yfxi vtA yif&£.TfE L.I SA&£fflV> 
^^Sffrt^/^n-^v^fcoS^^p^o ^IS^> 2«0 
t/^O-t^W^ >?-><D7*;nn&2 8 9-3 6 7<Dmftkti&t 
ZZttfrnhfrtboti: (ttH2 0 0 2 - 5 1 7 8 5-^<2r#) 0 
[0 0 15] 

oft, 4tf|fc h^/^n-^/l/^^aillfi^JBfllfyffittSrPK&^je)^ 
K#tW«»*jWI&l*ME- 1 8 0 *- Kv-^O&TKSffiLfc 

[0 0 16] 

• a £ a^HB fc 4 a o 

[0 0 17] 

fc K y ^o-f Jl' Jfrffc C L N — I gGlC«toTEI6fe^tt«&k he^Vf^O 
C2 ^^>±©xe h-7^£ov>-C, #f&9i#S>WU ft£^ 
^©C2 YmxD&m^ff-YWih'tttMU ZtiirtioWfrtCLK-I g 
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Gt<DEU&&frb, CLN-I gGlZ£vXmmZ*l&$m.x-VY-7ffii$i.Zm 

WM<r>7 2 8 9 -3 6 l^frKmmtZZtZWbfrKLiZ ( 

#08 2 0 0 2 - 5 1 7 8 5^ft) 0 *f&B#fctt> t f^/^n-t«C 
LN- I gGfcioTejftSfLais Mf* >?><DC 2 V* 4 >±<ox.\£ h -7 
f^t:ov>t > <-0=^5cflK6«>*ie>TSfeU«ttt«:m*ifc<ir*, CLN-I g 

& 2 8.9-3 6 7«i *) & , ^feWtV^tB^LTV^lTiBtt^Si 

Gin Ala Gin He Gin Glu Gin His Val Gin He Asp Val Asp Val Ser 
246 250 260 

Lys Pro Asp Leu Thr Ala Ala Leu Arg 'Asp Val Arg Gin Gin Tyr Glu 

270 

Ser Val Ala Ala Lys Asn Leu Gin Glu Ala Glu Glu Trp Tyr Lys Ser 

280 290 
Lys Phe Ala Asp Leu Ser Glu Ala Ala Asn Arg Asn Asn Asp Ala Leu 

300 

Arg Gin Ala Lys Gin Glu Ser Thr Glu Tyr Arg Arg Gin Val Gin Ser 

310 320 

Leu Thr Cys Glu Val Asp Ala Leu Lys Gly Thr Asn Glu Ser Leu Glu 

330 340 
Arg Gin Met Arg Glu Met Glu Glu Asn Phe Ala Val Glu Ala Ala Asn 

350 

Tyr Gin Asp Thr He Gly Arg Leu Gin Asp Glu He Gin Asn Met 
360 370 372 

^s*i4tnf>>fv©7^ rnmrn^^ 246-372 

[0 0 18] 
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^*£$K«K:$iJPIU:&<, CLN- I gGk<Dm&mm%t>ti% 
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iLTV>Stftt> h«ffi«*U-2 5 1 MGfW^M 

[0 0 2 1] 
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% SDS, 5% 2-^;^^^^/-^ 4MR**'£trfcifc»f , CjSWife 
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U mm 5x10 4 iSK*l^t S D S -t' >; T ? V ;VT ^ K^;v 
SfC&Sl (SDS-PAGE) 
[0 0 2 7] 

9mM^'Jy>, 0. 0 3 7%SDS, 1 0%^ WHy b o n d E 
CLE (7-7ytA77JV7y7^^7^S) Kg6f££i|£2f: L£ 0 
[0 0 2 8] 

ofC, (5%X*A^mtPBS-T ( 

0. 3%Tween20 £^rt& V ^M®^S^tK) ) 1:3 7 t:T* 1 TO 
mttz^ 1 0 # g/mLC0-##i/f£ ( 1 %X * A ^ Pt^Y B S -T tCj#$£ 
UCLN-IgG, T0H/G2-IgG, I M 9 - I g GX&H T 2 - I g 
M) fc, 3 7t:-C3 OfrMftLfco 
[0 0 2 9] 

SMc, Bi^PBS-TT'3EI^o^> (l%^A5^*tP 
BS-TT^^L7t^;V^^:/^-Hf^T7^^x^ffl^^^ M g G#l 
f X(i^;vt ^rv ^-M7 7 ^ - f ^ iSt^t > I g Mi# (wf*tfc 
BIOSORCEIil, l^flMWO ) £3 7tlT?3 0#H*Lfco PBS-T 
t3lfto/;^ ECL detection reagent (7vvtA7 
T^vyTA^tf^tiS) £»U l^WSLfc (ECL detect 
ion reagents ]||±fc@£$;ftfcg£®0*;d^ ^t^y/- 

« MWffifrfcffl , a Baffin =Hfc^s&#fc x o -o&aj * *Mft vx r a -e 

o 

[0 0 3 0] 

P^De tection reagent &lfe*U IRSrOHPS' 
[0 0 3 1] 

N— I gGtHT2-I gM<D2mtftY¥*y?y*mmL'<:^2>Z.tmm 
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t h tr^ y^y<Dr\ jwb3N*\> t fcmmmzTFtmzm-w 1 , 2 , 3^3 

' ffiSODNAy^^ v-fcitfE^lJfMM, 5(7)5' A7°9^ 

tttfyTsS KSr<»iaKPCR*ffv\ C2 4 >Ofi*»#ffi*iJ£JHffiLfc 
o ^f>*L^BfM-*E c oR I fcitFNo t ITimfct7t^ DNA7^y-ys 
V*y}> • A- v 3 > 2 (SSfittft) £ffiv>-C, Ec oRIii^No t It 
EftLfcG STUiB-SeSI&il^^^-p GEX-4T- 1 (77vH77^ 

*5 KSrlBiaLTte *§f>*Lfc7*5*< K^E c oRIJJi^No t I XffittLtz 
[0 0 3 2] 

* h hU^h^l 0 g/L, W-* fx^ h 5 g/L, & 
fttb'J7A10g/L) fcfciU 2 5ri?-«WFSItfco u«^I/2 
OmL^LBi&ttKlffix., 2 5"CT-3. 5I*M^#U^ 1MOIPTG U 
7 7*ne;l/-|j-D-ft#7^ htf^/vK) =£r 2 ^ LjDx.TS ££2 f$F#it 
fcLfco 5, 0 0 0 rpmt5»tU|fU ±«ffc&T\ «lmL 
OPBS (7*^7x-h^77.-Kt-5^>, ^SAifcft (pH7. 2) 
) «rimx.3to ®#&Jg«Lfc&?fc&8Wi£&SU 2 0% TritonX-1 
0 OSrlmLflDx.*:^ 4 "CT* 1 iSfflKfiU r n-j* 4 B ( 

'✓f->C2WfM--GST»«fiSr#fco 
^iiim t&fcftfc&]ltegejf£2 0 0 n g/V->oatS^8SISU SD 
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Hy b o n d-ECLM (77->tA7 7^7y7/Utf^tiS) KSSJffc 
3e¥L& 0 <K¥lfeO|t*'rny*>^Jtjft (5% 7^A5;^M PBS-T 
) C3 7t;tl«U:|i (1% m^mPBS-TT 

}#jif LfcCLN- I gG£fc«:HT2 - I gM (^*i^*U O^g/mL) ) 
3 OfrWftLfco PBS-T-e3HI^o7t^ (1% * 

h I gGtt#Xli^**5/^-*««r7^-"r-f«!«^^i:t h I g 
Mffift (v>1**l&B I OSORCEtt^, 2 5, 0 0 0^^)) £3 7X^3 
OfrWftLfco PBS-T-e3HI^<j^ ECL detection re 
agent (7vy-v A 7 v7^M *r *tfcS0 »Ll»iL?t: 

0 JBW*£D etection reagent £Efc£U I^OHPv 

^U2^to 1112 BC£v>-tti, IR^gSJCoflsfcfcffili: LT, 7vjfl 
i7;i'7 , ^*2 0 0ng/l/->«t% ifc, lfM»U-2 5 1M 
GOfflWffll (8MSH, 2%SDS N 4 %DTT, 0. 1 2 5M Tris 
-HC1 pH6. 8T^«£TO:L£«) £l 0 M glfi/V->©iJ|t 

[0 0 3 3] 

-?-<7)|§^ CLN-I gG (H 2 A) fcHT2-I gMlft (02 B) OV»1* 
tiUh^>f> (7 3 7g0**#-S-2 4 6 -3 9 7) fcEJfrt* i ^ #K 
H he^>^>C2^H°h-78ff>t (7^i»f2 4 6~3 7 2) 
RiSt^it^J^tTto Z<DZbfrt>, CLN— I g G & i XfE T 2 — I g M 
lit hif^vf-^orsyHBSSSH^ 4 6-3 7 2 

th^WME-l 8 0«t (ATCC HTB3 3) 5 x 1 0 ^m* 
t Ky^D-t;i/i# (CLN-I gG, TOH/G2-I gG3UiIM9- 

1 gG) 17 0^ gfcS-£Lifc&, *-K-?7* (B^l/7, BALB/cA 
JCl-nu nu/nu 6111. If 5E) ©AT'^IMtU ftWfWfc 
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[0 0 3 4] 

IM9-IgG^iO f TOH/G2-IgG ?ttffiM16tt»&M$l£a K i: A, if 

jji 5 : in v i t r otl&ttSMl&mtttHtt* 

(FBS) Sr^t^DF^Jl!i^5 x 1 0 VmL^il 
•C« L/c fc M5^MJJfr|*U 2 5 1 MG * 1 0 0 ft L1*o 9 6 ^x^v^ ? n 
(*>*tt®l) K£§> ^^HT2-IgMIIiIM9-IgGtf 
&*K#5 0 ^ g/mLJfclil 0 0 M g/mL K&£ i 9 K« tfco Sfcfc 
> 5%, 3 7tO*ftt2 HW|i**Lfc3L Cell p r o l i 

f e r a t i o n ELI S AStH (^-'J ^JtT- • A*fctg) £fflv>T 

S»l©ifflfifc.fcaB r d UO#0&***eLfco AftlftKfi, «^x/l/*fe») 1 
0/i LOB r dU (1 0 0 M M) ZMz., 2HFIftL ttOl^ilDNAO 
fcttfcfrofclk lf*IW*B rdU» 9 O^TOH, ft 

Wiifffy^fMy^^y (TMB) WL3 7 0 nm«S«: 

[0 0 3 5] 

tt*»4T* (* 1 ) Km? t & i) x~h 0 > ht 2 — i g M^mmmmwm 
nmm&h*itzi)\ i M9 - 1 gGx~im#>bti%fr<?tz 0 t%t>-t>> fc 

^>f->itf >--/Wf>i-i:0^«g-|tSr^fLTV^HT2 - I g Mfit#ttJi5g«lftfl 
^ $ & ^ o tz Z t h , «jc fc° h - y»f# n^i- & RJSttOJfrjfcfclK* £. £ 
[0 0 3 6] 
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-*JWM* (wg/mL) (%) 3 

HT2-IgM 50 28.7 

100 38.4 

IM9-IgG 50 -1.4 

100 -20.0 

10 0 3 7] 
[Efl*]- 

SEQUENCELISTING 

<110>Yoshihide HAGIWARA 
<110>Hideaki HAGIWARA 

<130>200211052 

<160>4 

<210>1 

<211>24 

<212>DNA 

<213>Artif icial Sequence 

<220> 

<223>t b fcf> >^>OE?!lS:##fc LT-pJjSc 
<400>1 

TAGCGGCCGCATTCTGAATCTCAT 

<210>2 
<211>26 
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<212>DNA 

<2l3>Artif icial Sequence 
<220> 

<223>t h tr^ >^><owmi0^K tr^-jft 

<400>2 

GCGGCCGCATCCTGCAGGCGGCCAAT 

<210>3 

<211>25 

<212>DNA 

<213>Art if icial Sequence 
<220> 

<223>t h If* ><f-V<7)Wffli&%lZ 
<400>3 

TAGCGGCCGCCATATTCTGAATCTC 

<210>4 

<211>24 

<212>DNA 

<213>Artif icial Sequence 
<220> 

<223>H h fcf> >f->tf)@e?iJ£#%K LX&ffc 
<400>4 

CCAGAATTCCAGGCTCAGATTCAG 

<210>5 

<211>24 

<212>DNA 

<213>Art if icial Sequence 
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<220> 

<223>t h If ^ >?><Dtm*&%K LT-frlfc 
<400>5 % 
CGGGAATTCGAATGGTACAAATCC 

<210>6 

<211>127 

<212>PRT 

<213>human 

<220> 

<223> 

<400>6. 

Gin Ala Gin He Gin Glu Gin His Val Gin He Asp Val Asp Val Ser 
1 10 
Lys Pro Asp Leu Thr Ala Ala Leu Arg Asp Val Arg Gin Gin Tyr Glu 

20 30 
Ser Val Ala Ala Lys Asn Leu Gin Glu Ala Glu Glu Trp Tyr Lys Ser 

40 

Lys Phe Ala Asp Leu Ser Glu Ala Ala Asn Arg Asn Asn Asp Ala Leu 

50 60 
Arg Gin Ala Lys Gin Glu Ser Thr Glu Tyr Arg Arg Gin Val Gin Ser 

70 80 
Leu Thr Cys Glu Val Asp Ala Leu Lys Gly Thr Asn Glu Ser Leu Glu 

90 

Arg Gin Met Arg Glu Met Glu Glu Asn Phe Ala Val Glu Ala Ala Asn 

100 110 
Tyr Gin Asp Thr He Gly Arg Leu Gin Asp Glu He Gin Asn Met 

120 

IUiE#2 003-3107110 
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[mi] 

U-2 5 lMGOfcV >f>i:»tt, 

[floral 

1 ^iv-*- 

2 CLN- I g G 

3 T0H/G2— IgG 

4 IM9- I gG 

5 HT 2 - I gM 

[02] 

A. CLN- I gG^ft»x;»^P9fiyy 

1 ^S^-^- 

2 GST 

3 t Mf> >^>C2 K>>f > (T5/iIiff 2 46-397) -GST 

4 Mf^V^>C2WfJt (T<yMtf2 4 6 -3 6 7) -GSTM^ 

5 tHf>>f>C2ifr (75ygKSi»^2 4 6 -3 7 2) -GSTS*^ 
MS? 

6 t Mf*>f->C2Kf# (75yra*#^2 8 9 -3 6 7) — G S Tl^ 

7 t Mf> Vf->C2»fJt (7^y^*#-^2 4 6-3 7 1) -GSTMfi'g- 

8 YX*>T>C2Mft (7<;Wm%r^2 4 6 -3 7 2) -GSTIte 
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9 \zh£*>*>C21Hrft (T^mmm-^Z 8 9-3 7 d -gstm^ 
1 0 tf^>fVC2fjt (T^iiiff2 8 9-3 7 2) -GSTM 

1 1 

B. HT-2 JgM^^U^yn^fryy 

2 fch^>f>C 1F^> (75y^S#-^9 6-2 4 5) -GST 

3 t h tfy >?->C 2 (7$SW&IM%ft2 4 6 -3 9 7) -GST 

4 H hfcfy >f->C 2BfJt (75 yMSf 2 4 6-3 7 2) — G S Ti^ 

5 B S A (*7i/fomTfr7$>) 

6 tfifiU-2 5 1 MGiliWI 

7 ^*V-^7- 

8 t Mf^ >f->C 1 K*>f> (7 5ym^S#-^9 6 - 2 4 5) -GSTM 

9 Mfy >f>C2 K^-f > (7Uij|ift2 46-397) -GST 

10 ^^>C2if^ (75/^S#-^2 4 6-3 7 2) -GSTM 

11 BSA (->'>liSW^) 

1 2 hP^JSU- 2 5 1 MGHMai^ 
[0 3] 

*- k-^^m (n Y^mtmmf\muE-i 8 o) rat^a^ h 
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18/e 



O : pbs 

■ : TOH/G2-I gG 
• : I M 9 — I gG 

A : CLN- I gG 
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mm 

f - > Kfjt t ^ £ ^ ^ h e > ^ > o r 5 y mmv> r ^ j m^#-t246~3 

it 
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1. g£H^/§B 

ft fit 
ft £ 



[000234074] 
1 9 9 0^ 8B30H 
lt**^*T|j 3 P#lUffi4#l 4^- 
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jb m a m m m « 



f&»-f [596106560] 
1 . 0 1996^ 7 J? 3 H 



